Introduction
During the last two decades, researchers have increasingly focused on a specific type of patients' understanding of their mental issues -one which stems from the mental illness stereotypes and prejudices. 1 It has been found that some patients, who are aware of the prejudices, agree with them, and subsequently apply them in their case. This type of interpretation of one's mental struggles is known as self-stigma. 
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Ociskova et al Self-stigma has also been related to dissociation. Patients with high rates of self-stigma express high dissociation levels. 9, 10 Both factors are associated with worse treatment outcomes. 7, 11 It is possible that they are the result of aversive childhood experiences. 12 Self-stigma is related to negative core beliefs that are predominantly formed in childhood and relate to early aversive experiences. 12 Excessive use of dissociation also develops in childhood, when the child is exposed to traumatic experiences that they cannot handle other than by the splitting of integrative mental functions, such as memory, emotions, cognition, and physical perceptions. 10 Some changes, which result from self-stigmatization, may also be noticed in the patients' social behavior. 6 A person who stigmatizes himself is often afraid that others could do the same to him. Because of this fear, the individual may try to conceal their mental issues or isolate themselves from society and loved ones. 13 Self-stigma worsens social functioning. 8 The changes in self-concept and related demoralization are also reflected in the treatment. 14, 20 Stigma has been connected with worse adherence in the pharmacotherapy of mental disorders, 15, 16 and with worse attendance on psychosocial rehabilitation programs. 17 The self-stigmatizing patients tend to discontinue medication of their own will, or do not follow the necessary treatment regime. 15 As for the anxiety disorders, self-stigma leads to lower effectiveness of the pharmacotherapy 16 and the combined treatment of psychotherapy and pharmacotherapy. 9 Despite the intensive treatment, patients with self-stigmatizing tendencies often remain significantly anxious and improve less than those who do not stigmatize themselves. 9, 11 Anxiety disorders are among the most prevalent mental conditions, 18 with a considerable degree of disability. 19 At the same time, only ~60% of anxiety disorder patients react significantly to the standardized treatments. 20 Ranging from generalized anxiety disorder 21 and social phobia 22 to panic disorder and agoraphobia, 23 all anxiety disorders show a similar pattern of commonly insufficient treatment results. 24 Several maintenance factors for anxiety disorders have been found. Some present psychosocial variables which prevent the patients from reaching remission. Rigidly held cognitive errors, maladaptive schemas, and avoidant behavior, 25 early life experiences, 26 dissociations, 10 and self-stigma 16 negatively influence the treatment response. Biological factors, such as genetics 27 and temperament, 26 also play a role. While some factors may be addressed during the treatment more readily than others (eg, cognitive errors versus maladaptive schemas), the current state of treatment effectiveness leaves much to be desired. It is vital to explore the impact of the maintenance factors on the treatment outcomes and how they work. Better exploration of this field may lead to improvements in the standardized treatments to make them more efficacious.
Self-stigma has only recently been shown to influence the treatment results in patients with anxiety disorders. 9, 16 Although considerable attention has been paid to self-stigma in people with psychosis, 8, 17, 28 it is also a significant issue for many individuals with anxiety disorders. 9, 29 Still, it is not known in which ways self-stigma maintains the psychopathology.
According to several authors, 5, 30 self-stigma increases anxiety. Thus, it may worsen the treatment outcomes through the maintenance of anxiety. Link et al 31 also found that self-stigma predicted the severity of depressive symptoms. Hopelessness, helplessness, and related depressive symptoms have been connected to self-stigma 6 and, as such, can lead to unfavorable treatment results too. Anxiety and depression are also associated with dissociation. 9 By splitting the consciousness, the process of therapy is blunted. Moreover, since self-stigma negatively influences functioning in life, 6 it is possible that this disability may function as another mediator of the relationship between internalized stigma and treatment effectiveness.
Since this topic has not yet been sufficiently explored, and since self-stigma seems to play a significant role in the treatment of anxiety disorders, there were two goals in this study. The first goal was to confirm or disconfirm that self-stigma leads to worse outcomes for combined pharmacological and psychotherapeutic treatment of anxiety disorders. The second goal was to find if anxiety, depressive symptoms, dissociation, or disability are mediators of this relationship.
The hypotheses were as follows: (1 
Sample and method sample
Patients who had been hospitalized in a psychotherapeutic department between November 2012 and June 2016 were asked to participate in the study. Two hundred and nine individuals with anxiety disorders agreed, signed an informed consent form, and filled in several scales. The inclusion criteria were:
(1) Aged 18-70 years.
(2) A diagnosis of an anxiety disorder according to ICD-10 32 -a social phobia, a panic disorder with/without agoraphobia, a generalized anxiety disorder, or a mixed anxiety-depressive disorder. The exclusion criteria were: (1) A diagnosis of an organic mental illness, intellectual disability, a psychosis, or an antisocial personality disorder. (2) Severe suicidal tendencies.
Psychiatric diagnostics was realized by an outpatient psychiatrist, a psychiatrist of the department, and a senior psychiatrist.
Measurements
The inpatients who decided to contribute to the investigation signed an informed consent form and completed several questionnaires. All were assessed by two psychiatrists for diagnostic evaluation and by a psychologist to confirm the diagnosis with a standard diagnostic interview Mini International Neuropsychiatric Interview (MINI). 33 These assessment tools were completed at the start and the end of hospitalization:
• MINI 33 is a standard diagnostic interview covering diagnostic criteria for common psychiatric disorders according to DSM-IV and ICD-10. Sensitivity is higher than 0.70 for all reviewed disorders except for dysthymia, obsessive compulsive disorder, and current drug dependence. Specificity is higher than 0.85 for all diagnoses. 33 • CGI 34 is used for the global evaluation of the severity of the disorder. In this study, the objective (evaluated by a psychiatrist) and subjective (assessed by the patient) evaluation of CGI severity were used. The level of agreement between raters reaches an intra-class correlation coefficient of 0.90. 35 • BAI 36 contains 21 items -anxiety symptoms -on a fourpoint Likert scale. The participant indicates symptoms and their severity during the last week. The scale has excellent internal consistency (mean α=0.91). 37 The validation of the Czech translation was done with excellent Cronbach alfa =0.92.
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• BDI-II 39 includes 21 items from which patients choose depressive symptoms and rate their severity. Patients assess their state during the previous week. Internal consistency of the scale is higher in the psychiatric population (α=0.86) than in the general population (α=0.81). 40 Czech standardization was performed by Ociskova et al 41 with Cronbach's alfa =0.90.
• ISMI 42 assesses the level of self-stigma in adults with diagnosed psychiatric disorders. It consists of 29 items distributed into five subscales -alienation, stereotype endorsement, discrimination experience, social withdrawal, and stigma resistance. Patients mark one number from a four-point Likert scale according to the level of consent with each statement. 42 Cronbach's alpha of the method is excellent (α=0.90). The Czech version of the scale has an equivalent internal consistency (α=0.91). 43 The following methods were completed only at the start of the treatment:
• DES 44 defines 28 dissociative experiences. The patient marks a spot on a 10 cm line according to the frequency of feeling the symptoms. The pathological type of dissociation can be identified by a subgroup of eight items of the DES, the DES-Taxon (DES-T). 44 This subscale involves eight out of the 28 DES items (items 3, 5, 7, 8, 12, 13, 22, and 27) . 45 The original Cronbach's alpha is 0.93. 44 The Czech version of the scale has similar validity, test-retest reliability, and factor structure to the original one.
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• SDS 47, 48 is a patient-assessed, analog measure of functional disability in work, social, and family life. A patient rates the extent to which these areas of life are impaired on a 10 point scale. 49 Arbuckle et al 50 stated a Cronbach's alpha of 0.89.
• The demographic questionnaire checked the basic information about the patients, such as gender, age, age of disease onset, education, employment status, pension status, duration of attendance in the outpatient clinic, number of hospitalizations, time since the last hospitalization, current medication, number of visited psychiatrists, and discontinuation of drugs in the past (recommended by a psychiatrist or arbitrarily).
The study primary outcome criteria were defined as: • Relative change during the therapy in objCGI and BAI (the difference between rating at the beginning and rating at the end of the therapy divided by the beginning score).
Methods of treatment Psychopharmacotherapy
Patients were treated with standard doses of psychopharmacs. Medication was changed minimally. There was no significant difference between the antidepressant dosage at the beginning and at the end of the hospitalization (the starting dosage in 180 patients was 42 51 A mediation analysis was performed by using the maximum likelihood method with standardized estimates. Differences were considered to be significant when P-values were less than 0.05.
ethics
The research was performed in agreement with the latest version of the Helsinki Declaration and the Guideline for Good Clinical Practice. 52 The ethical committee of the University Hospital in Olomouc, the Czech Republic, approved the study. Written informed consent was received from all participants after the procedures had been fully explained.
Results
Descriptive and clinical characteristics of the sample
Questionnaires were completed by 209 patients (72.1%) from 290 hospitalized at the time of completing the study, and who met the entry criteria. The data of the 209 patients were statistically analyzed. Data of 81 (27.9%) patients were not used, as 22 patients prematurely dropped out from the treatment due to various reasons, the diagnosis was changed in 48 participants, and 11 individuals did not fulfill questionnaires at the end of the study.
The patients' average age was 39.2±12.4 years, and the duration of the disorder was 9.7±9.7 years (Table 1 ). There were slightly more women (66%) than men. The education received was relatively regularly distributed: 10.5% of the patients had basic education, 29.2% underwent vocational training, 44.5% had secondary education, and 15.8% reached university level. When we looked at the employment status, the results showed that 38.3% of the patients were unemployed 
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self-stigma and treatment effectiveness in patients with anxiety disorders and 13.9% of the patients had a disability pension. As for marital status, 42.1% of the patients were single, another 36.4% were married, and 18.7% divorced. More than half of the patients (58.4%) had a partner (Table 1) .
In all 209 patients, the primary diagnosis was anxiety disorder (30.6% individuals had panic disorder, 6.2% agoraphobia, 20.6% social phobia, 26.3% generalized anxiety disorder, and 11.7% mixed anxiety-depressive disorder).
Regarding the severity of the disorder, the average severity of the disorders ranged from "moderately ill" to "markedly ill" according to the objCGI and subjective CGI (subjCGI) severity. The mean severity of the anxiety and depressive symptoms (BAI and BDI-II, respectively) was also moderate. 36, 39 The total scores of the self-stigma, measured by ISMI at the start and the end of the treatment, reached average levels. 43 The level of psychological dissociation, measured by DES, pointed to a slightly higher level of dissociation. 44 The values of SDS indicated moderate disabilities in work, social life, and family life on average. 47 changes during the therapy Significant improvements were observed in all parametersobjCGI, subjCGI, BDI-II, and BAI ( Table 1 ). The minimal improvement according to objCGI (a change of at least one point between the pre-post measurements) was shown by 182 patients (87.2%), and a bigger improvement (the objCGI change of two points or more) was noticed in 124 individuals (59.3%). A remission, defined as the last objCGI score of 1 or 2, was achieved by 95 patients (45.5%). The treatment response with regards to the depressive symptomatology, defined as an improvement of 30% of the initial BDI-II score, was shown by 79 patients (37.8%). Similarly, the treatment response in the anxiety symptomatology, defined as an improvement of 30% of the BAI score, was found in 64 patients (30.6%).
Additionally, 101 patients completed ISMI both at the start and at the end of the hospitalization (Table 1) . Although the average level of the stigma significantly decreased during the treatment, the effect size was small (Cohen's d=0.38).
correlations of the demographic, clinical, and psychological characteristics and therapeutic change
The relative change in objCGI positively correlated with the initial levels of depression (BDI-II), anxiety (BAI), dissociation (DES), and self-stigma (ISMI) ( Table 2) . This indicates the patients, who had less severe symptomatology (such as anxiety, depression, dissociation, and self-stigma) at the start of the treatment, improved more during the hospitalization.
The relative change of anxiety symptomatology (BAI) negatively correlated with BAI at the beginning of the treatment. On average, the more the patient was anxious at the start of the treatment, the more they improved during 
388
Ociskova et al its course. Lastly, the relative change in depressivity (BDI-II) was significantly positively connected with the initial level of dissociation (Table 2) . Men who attended the study improved in the severity of the depressive symptoms significantly more than women. The genders did not differ in the extent of change of the global symptomatology (objCGI) of anxiety (BAI) ( Table 3) .
Patients who were employed or self-employed showed a bigger improvement in global severity of the disorder than individuals without a job, but this difference was not observed in the changes in anxiety and depression levels. Also, patients with a partner improved significantly more than patients without a partner concerning the general severity of the disorder (Table 3) .
Mediation analysis
Previous analyses indicated that the relative change of the objective (relobj) CGI might be significantly influenced by the initial level of self-stigma (ISMI), anxiety (BAI), depression (BDI-II), and dissociation (DES). Contrary to the expectations, the levels of disability (SDS) were not related to the main indicator of treatment change. Based on the theoretical background described in the Introduction, we proposed a mediation model explaining the ways through which self-stigma lowers treatment effectiveness.
The model consisted of self-stigma as a predictor; anxiety, depression, and dissociation as possible mediators, and the relative change of the psychopathology as an outcome criterion. The AMOS software was used for the calculations. The maximum likelihood method was used, as it is a gold standard in structural equation modeling and as it is robust against normality violations. The three paths connecting ISMI with BAI, BDI-II, and DES were significant (in all cases P0.001). However, none of the mediators were significantly related to the relobjCGI. Fit indices also revealed a bad model fit (χ 2 =51.589; df=4; significance: 0.001; Confirmatory Fit Index (CFI) =0.675; RMSEA =0.244). As such, the anxiety, depression, and dissociation levels do not seem to explain the relationship between the self-stigma and the lower treatment effectiveness.
Discussion
The aim of this study was to confirm or disconfirm a main finding of the previous study, 9 in which the self-stigma significantly influenced the treatment effect among patients with anxiety disorders, and to identify ways in which selfstigma does so.
The demographic structure of the sample was similar to other studies in gender, age, the age of onset, heredity, occupational status, and marital status. 24, 54, 55 The rate of comorbidity was also similar to other studies. 55 During the 6-week treatment consisting of psychotherapy (CBT or short psychodynamic therapy) and pharmacotherapy (in most patients), the participants significantly improved in the general severity of the disorder and the anxiety and depressive levels. Approximately half of the patients (45.5%) reached a remission at the end of the treatment. Only 12.8% of the completers were non-responders. This is noticeably lower than a third of the completers -the average percent of non-responders from a meta-analysis of studies using CBT or selective serotonin reuptake inhibitors. 56 Interestingly, the patients improved the least in their anxiety levels. This may be attributed to anticipatory anxiety at the end of the treatment. The patients were about to head home to face issues that they had been working on resolving during the hospitalization. These worries and anxieties were often verbalized by the patients. Although most participants mastered 
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Ociskova et al problem-solving, communication skills, and exposures, their return to their families and work often presented an exposure on its own. As such, the end of the treatment triggered anxiety in some patients. 24 The mean level of the self-stigma slightly decreased during the treatment. However, the change was barely significant. This may indicate that the standardized psychotherapeutic treatment for anxiety disorders is not sufficient to tackle this topic. The patients from both therapeutic groups were acquiring cognitive skills to deal with anxiety and related issues, but self-stigma was not explicitly addressed. A more direct approach, such as Narrative Enhancement and Cognitive Therapy, 57 could be more beneficial and perhaps could improve the treatment outcomes.
Based on the background described in the Introduction, we formulated several hypotheses. Three hypotheses explored the relationship between self-stigma and treatment effectiveness in anxiety disorders. The fourth hypothesis dealt with possible ways in which self-stigma worsens treatment outcomes.
In the first hypothesis, we expected that higher levels of self-stigma would lead to less improvement in anxiety symptoms, as self-stigma tends to increase anxiety. 5, 30 Our previous study also found that self-stigma predicted a lower change of anxiety symptoms in patients with anxiety disorders. 9 In the present study, self-stigma failed to predict the change of anxiety during treatment. There are several explanations for this result. The correlation coefficient of this relationship in the study of Ociskova et al 9 was small, r=0.26. The fact, that the coefficient was so small lowers the probability of the replication of the result. 58 Another possibility is that the change in anxiety symptoms was too little to have sufficient power to discriminate potential predictors.
The second hypothesis stated that the initial level of self-stigma predicts a lower change of depressive symptoms. According to Link et al, 31 self-stigma predicts the severity of depressive symptoms and could lead to symptoms of helplessness and hopelessness. This would suggest that self-stigmatizing patients would maintain symptoms of depression and would not change much during the treatment. We did not find that this was the case. On one side, self-stigma may predict depression severity (as seen here in the mediation analysis), which is in accordance with previous studies. 6, 8 However, self-stigma did not predict the change in depressive symptoms severity. Future research should explore this issue in a sample of depressed individuals, and focus on the specific symptoms of depression which are influenced by self-stigma.
The third hypothesis proposed that a higher initial level of self-stigma predicted a lower change of general severity of the mental disorder during treatment. In the study of Ociskova et al, 9 the self-stigma significantly influenced the relative change of the objCGI, with a correlation coefficient r=0. 38 . The present study confirmed the finding. The self-stigma seems to hinder the therapeutic efforts during standardized treatment of anxiety disorders. Since self-stigma was not related to the relative change in anxiety and depressive symptoms, its impact on the therapeutic outcomes goes beyond its influence on the emotional symptoms. It may work through avoidant behavior or adherence issues. 15, 59 This hypothesis should be put under scrutiny in future studies.
The fourth hypothesis proposed several mediators between self-stigma and therapeutic change. We suggested that self-stigma may lower the treatment effectiveness through its maintenance of anxiety, depressive symptoms, dissociation, and disability. Even though the rationale behind this thought was based on theory and the findings of other authors, 6,9,30,31 the results did not support the hypothesis. The correlation coefficients between the relative objCGI and the initial anxiety, depressive, and dissociation levels were negligible, and the mediation model did not prove their role in the process. Based on previous research, 9, 10 we found that the relative change of the objCGI was influenced by a number of quite small predictors (ranging from clinical, such as initial disorder severity, to psychological, like dissociation) which together mildly predicted the therapeutic outcome. This study 
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self-stigma and treatment effectiveness in patients with anxiety disorders concluded with same results as well. Stronger predictors have to be found to identify mediators of the relationship between self-stigma and treatment outcomes.
To sum up, self-stigma influences the outcome of the combined therapy of anxiety disorders. Future research should find the pathways in which self-stigma decreases the therapeutic effectiveness, to help with identifying effective ways of tackling both self-stigma and anxiety disorders.
limitations
The investigation had several shortcomings. The data mainly came from self-evaluative methods. The use of such methods is conditioned on the capability of introspection of the patients and their readiness to be open in their reports. Another limitation is the broad spectrum of anxiety disorders which the patients had. A quarter of the participants had comorbidity with other anxiety disorders, and one in six suffered from a personality disorder. The patients were also treated with various medications and two different types of psychotherapy.
Conclusion
The outcomes of the treatment of anxiety disorders have repeatedly been shown to be suboptimal. It is important to address factors that diminish the therapeutic effects. Self-stigma is one of such factors. The mechanisms in which it does so have not been identified in this study. Future research should continue with the effort to find the pathways of self-stigma impact on therapy for improvement of the treatment outcomes.
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